WO 2004/085418 PCT/US2004/008459 

- 130 - . 

WHAT IS CLAIMED IS: 

I 

1. A DNA-PK inhibitor having- a formula 

O 

or a pharmaceutically acceptable salt thereof, 
wherein m is an integer 0 through 3; 
n is an integer 0 through 4; . 
X is O, S(O) 0 -2, or NR a ; 
Z, independently, is jCR b or N; 
A is heteroaryl or a four- to seven - 
membered aliphatic ring containing » 0 , 1, 2, or 3 
heteroatoms independently selected from the group 
consisting of N, O, and S; 

R 1 , independently, is selected from the 
group consisting of «halo, alkyl, substituted alkyl, 
cycloalkyl, substituted cycloalkyl, heterocyclo- 
alkyl substituted ( h,e£.erocycloalkyl ,. .N (R d ) 2 , CR d , 
carboxyl, cax-boxy, nitro, OCi- 3 alkyleneN (R d ) 2 , N(R d )- 
d-aalkyleneNCR^a, OCi- 3 alkyleneC (=Q) OR d , O (CWalkyl- 
ene)OP(=0) (OR d ) 2 , O (Ci- 3 alkylene) OP (=0) (ONa) n , OP(=0)- 
(OR d ) 2 / OP (-O) (ONa) 2 / cyano , aldehyde , carboxamide , 
thiocarboxamide, acyl, mercapto, sulfonyl, tri- 
f luoromethyl, aryl, substituted aryl, heteroaryl, 
and substituted heteroaryl ; or 
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two R 1 groups are taken together with the . 
atoms to which each is attached to form a 5-, 6-, or 
7-membered ring, wherein* 1 or 2 carbon atoms of R* 
optionally is a heteroatom selected from the group 
consisting of O, N, and. S, said- ring optionally sub- 
stituted with one or more =0,. =NH, OR c , NCR d )a, 
carboxyl, carboxy, alkyl, aryl, substituted aryl, 
heteroaryl, or substituted heteroaryl, said hetero- 
atom optionally substituted with a group - selected- 
from the group consisting of aryl / substituted aryl, 
alkyl, substituted alkyl, and acyl ; •*** - - • ' 

R 2 / independently, is selected from the . 
group consisting of OR d , halo, N(R d ) 2> aldehyde, 
alkyl, substituted alkyl, acyl, aryl, substituted 
aryl, heteroaryl, substituted heteroaryl, Ci- 3 alkyr- 
eneOR d , C(=0)N(R d ) 2 , N(R d ) 2 , (C=O)0R d > N0 2 , • NR d C ( =G ) R d , , 
NR d (S0 2 )'R d , OC 1 . 3 alkyleneOR d , OCi.-jalkyleneOCa-aalkyl- 
eneR d , OC(=0)R d , OCi- 3 alkyleneC 0=0) C 1 . 3 alkyieneR d , and 

• (S0 3 )R d ; 

R a is selected : froth the group consisting of 
. hydro, Ci_ 4 alkyl, aryl; heteroaryl',- cycioalkyl, het- 

• erocycloalkyl, Ci. 3 alkylenearyl , C 3 .. 3 alkyleneheter- 
oaryl, Ci. 3 alkylenehe'terocycloalkyl , Ci„ 4 alkylene- 
N(R d ) 2 , Cx^alkyleneOR*, Ci^alkyleneC'^O) OR d , C(=0)R d , 
C(=0)N(R d ) 2/ C(=0)0R d , C(=0)SR d . C(=S)N(R d ) 2 , S0 2 R d :, 
S0 2 N (R d ) 2 , C ( =0) NR d C 1 J 4 alkyleneOR d , C ( =0) NR d C x . 4 alkyl - 

• eneheterocycloalkyl , C (=0) Ci- 4 alkylenearyl , C(=0)Qi- 4 . 
alkyleneheteroaryl , Ci- 4 alkyleneC (=0) Ci^alkylenearyl , 
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Ci.. 4 alkyleneC (=0) Ci- 4 alkyleneheteroaaryl , Ci_ 4 alkylene-r 

C (=0) he;terocycloalkyl , d.. 4 alkyleneNR d C (=0) R d , Ci- 4 . 

alkyl eneOCi- 4 alkyleneOR d , Ci_ 4 alkyleneOCi- 4 alkylene- 

.C(=0)OR d , and Ci_ 4 alkyleneC(=0)N(R d ) 2 ; ■ 

R b , independently, is .selected' from the . 

, .group consisting of hydro, alkyl, halo-, aldehyde, 

... .OR d , Ofd-aalkylenejOP^O) (OR d ) 2 , 0 (C lr3 elkylene) 0P- 

(=0) (ONa) a , OP(=0) (OR d ) 2 / OP (=0) (ONa) 2 , nitro, N.(.R d ) 2 , 

:carboxyl , carboxy, sulfonamide,-* sulf amyl ,. and sulfo 

.. or a halide derivative thereof ; and 
i 

R d , independently, * is selected .from the 

i 

group consisting of hydro, alkyl, substitute.d alkyl, 
cycloalkyl, substituted cycloalkyl, heterocyclo- 
alkyl, substituted heterocycloalkyl , ' aryl, C1-3. 
' alkyl enearyl, substituted aryl , : heteroaryl , and 
• * substituted heteroaryl'/ ; <■ 

2. The inhibitor of claim 1 wherein A is 

i , ' ' 
selected from the group consisting of pyridyl, 

• morpholinyl, piperazinyl, thiomorphol ihyl , piper- 

"idinyl, and tetrahydr'cypyranyl . ■' 

3 . The inhibitor of claim 1 wherein m is 

0 or 1 . 

i 

4 • The inhibitor of claim i wherein n is 
0 , 1 , or 2 . 
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5. The inhibitor- of claim 1 wherein X is 
selected from.the group consisting ,of O, . NH, NC(=0)- 

• aryl, NC(=0)alkyl, and NC (=0) heteroaryl . 

6. The inhibitor of claim 1 wherein R* is 
selected from the group consisting of halo, OR d , 

•' OCi- 3 alkyleneN (R d ) 2 , heterocycloalkyl , substituted 

heterocycloalkyl, OCi- 3 alkyieneC (,=?0) 0R d , N(R d )Ci_ 3 - 

alkyleneN(R d ) 2/ O (Ci- 3 alkylene) OP (=0 (OR d ) 2 , OfCi^alk- 

ylene)0P(=0) (ONa) 2< OP(=0) (OR d ) 2 , and OP(=0) (ONa) 2 . 

». 

7. The inhibitor of claim 1 wherein ri is 
0, or R 2 is selected from the group consisting of OH, 

.halo,' CH 2 OH, (C=6)NH 2 , NH 2 , 0CH 3 , NH(C=0)CH 3 , NHCH 3 , 
N0 2 , 0(CH 2 )i. 3 OH^ 0(C=0) heteroaryl, (C=0)aryl, 0(C=0)- 
alkyl, .and OCH 2 (C=0)CH 2 aryl. 

8. The inhibitor of claim 1 wherein Z is 
CH or C(OH) . 
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9. The inhibitor- of claim* 1 having a 



' structure 




10. The inhibitor of claim 9 wherein m is 
0 or R 1 is OCH 3 , F, 



"N N— CH 



3' 



NH 2 



X is O or NH; and A is morpholinyl 
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11. A DNA-PK inhibitor having a formula:- 



o 




or a pharmaceutical^ acceptable salt thereof, 
wherein m is an integer 0 through 3 ; 
n is an integer 0 through 4 ; 
X is O or NR a ; 

Z, independently, is CR b or N; 

L is selected from the group consisting, of 
alkylene, substituted alkylene, carbonyl, carbamoyl, 
-NR d - , -N(R d ) 2 , -0(S0 2 )R d , -S0 2 R d , oxy (-O-), thio 
(-S-), thionyl '(-SO-), and sulfonyl; 

A is absent, or A is heteroaryl or a four- 
t ( o seven-membered aliphatic ring containing Q, 1, 2, 
or 3 heteroatoms independently selected from the 
group consisting of N, 0, and S; 

R 1 , independently, is selected from the 
group consisting of halo, alkyl, 'substituted alkyl, 
cycloalkyl, substituted cycloalkyl, heterocyclo- 
alkyl, substituted heterocycloalkyL, N(R d ) 2 , OR d , 
carboxyl, carboxy, nitro, OC!. 3 alkyleneN(R d ) 2 , 
N (R d ) i. 3 alkyleneN (R d ) 2 , OCa-salkyleneC (=0) OR d , 
0 (C a - 3 alkylene) OP (=0) (OR d ) 2 , O ( Chalky! ene) OP (=0) - 
(ONa) 2 , OP(=0) (OR d ) 2 , OP(=0) (ONa) 2 , cyano, aldehyde, 
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carboxamide, thiocarboxamide-, acyl 1 , mercapto, 
sulfonyJL, trif luoromethyl , aryl, substituted aryl/ 
heteroaryl,. and substituted heteroaryl; or 

two R* groups are taken together with the - 
atoms to which each is attached to form a 5-, 6 r , or 
7-memberfed ring, wherein 1 or 2 carbon atoms of R 1 
optionally is a heteroatom selected from the group 
consisting of O, N, and S, ' said ring optionally 
substituted with one or more of =0, =S, =NH, OR c , 
N(R d ) 2 / carboxyl, carboxy, alkyl, aryl, substituted 
aryl, heteroaryl, or ' substituted heteroaryl, and 
said heteroaryl optionally substituted with a 
substituent selected from the group consisting of 
aryl, substituted aryl, alkyl, substituted alkyl/ 
and acyl ; ... 

R 2 , independently, is selected from the 
group consisting of OR 6 , halo, N(R d ) 2 , aldehyde, 
alkyl, substituted alkyl, acyl, aryl, substituted 
aryl, heteroaryl, substituted heteroaryl C x - 3 alkyl - 
eneOR d , . C(=0)N(R d ) 2 , *J(R d ) 2 , (C=C)OR d , N0 2 , NR d C(=0)R d , 
NR d (S0 2 ) R d , OC^alkylteneOR 1 *, OCx^alkyleneOC^alkyl - 
eneR d , OC(=0)R d , Od-aalkyleneC (-0)Ci- 3 alkyleneR d , and 
(S0 3 )R d ; 

R a is selected from the group consisting of 
hydro, Ci- 4 alkyl, aryl, heteroaryl, cycloalkyi,. 
heterocycloalkyl , Ci- 3 alkylenearyl Ci- 3 alkylenehet- 
eroaryl, Ci- 3 alkyleneheterocycloalkyl , Ci- 4 alkylene-- 
N(R d ) 2 , C 1 - 4 alkyleneOR d ; C^alkyleneC (=0) OR d , C(=0)R d , 
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C(=0)N(R d ) 2/ C(=0)OR d , C(=G)SR d , C (=S)N(R d ) 2 , S0 2 R d , ' 
S0 2 N(R d ) 2 , C(=0)NR d C 1 . 4 alkyleneOR d , C (=0) NR^^alkyl- 
eneheterocycloalfcyl , C (=0) Chalky! enearyl, . C (=0) - 
Ci_ 4 alkyleneheteroaryl , Ci- 4 alkyleneC (=0) C 1 . 4 alkyl6ne- 
aryl, C^alkyleneC (=0) Ci_ 4 alkyleneheteroaryl , Ci- 4 . • 
alkyleneC (=0) heterocycloalkyl , Ci- 4 alkyleneNR d £ (=0) R d , 
Ci. 4 alkyleneOCi_ 4 alkyleneOR d , Chalky! eneQC^alkylene - 

C(=0)0R d , and Ci. 4 alkyleneC (=0)N(R d ) 2 ; . 
b 

R , independently, is selected from the 
group consisting of hydro/ .. alkyl , halo, aldehyde, 
. OR d , CXd-aalkyleneJOP^o) (OR d ) 2 , O (d-aalkylene) 6p- 
(=0) (ONa) 2/ OP(=0) (OR d ) 2 , OP(=0) (ONa) 2/ . nitro, N(R d ) 2 , 
carboxyl, carboxy, sulf onamido, sulfamyl, arid sul'fo 
or a halide derivative thereof; and 

R d , independently, is selected from the 
group consisting of hydro, .alkyl, substituted alkyl,, 
cycloalkyl, substituted cycloalkyl„ heterocyclo- 
alkyl, substituted heterocycloalkyl, aryl, Ci-. 3 alk- . 
•ylenearyl, substituted aryl, , heteroaryl , • and substi- 
tuted heteroaryl . 

12. The inhibitor of* claim 11 wherein A 

is absent . 

13, The inhibitor of claim 11 wherein A 
is selected from the group consisting of pyridyl, 
morpholinyl, piperazinyl, thiomorpholinyl , piper- 
idinyl, and tetrahydropy'ranyl . 
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14. The inhibitor- of cl'aim 11 wherein m 
is 0 or, 1. * 

15. 'The inhibitor of claim 11' wherein n 

• is 0, 1, or 2. ■■•.-"« . 

16. The inhibitor, of claim 11 wherein X . 
is selected from the group consisting of O, NH, 
NC(=0)aryl, NC Uo) alkyl , and NC(=6)heteroaryl. 

17. The inhibitor of claim 11 wherein R 1 
is selected from the group consisting of halo, OR d ,. 
OCi-aalkyleneN (R d ) 2 , heterocycloalkyl , substituted 
heterocycloalkyl, Od-aalkyleneC (=0)OR d , N(R d )C 1 _ 3 . 
alkyleneN(R d ) 2/ O (Ci_ 3 alkylene) OP (=0) (OR d ) 2 , 
d(C 3 .. 3 alkylene)OP(=0) (ONa) 2 , OP (.=0) \OR d ) 2 , and • 
OP(=0) (ONa) 2 . 

18. The inhibitor of claim 11 wherein R 2 
is selected from the ( ,grpup consisting of OH, halo, 
CH 2 0H, (C=0)NH 2 , NH 2 , OCH 3 ', NH(C=0)CH 3 , NHCH 3/ N0 2 , 
©(CHaH-uOH, 0(C=0)heteroaryl, (C=0)aryl, 0(C=0)alkyl, 
and OCH 2 (C=0) CH 2 aryl . 

19. The inhibitor of claim 11 wherein Z 
is CH, C(OH), COCH 2 CH 2 OP(=0) (OCH 2 C 6 H 5 ) 2 , COCH 2 CH 2 OP-r 
(=0)(ONa) 2 , 0P(=0) (OCH 2 C 6 H 5 ) 2 , and OP (=0) (ONa) 2 . 
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20. The inhibitor- of claim 11 having a 



structure 



oh o 




and prodrugs thereof. 

21. The inhibitor of claim 19 wherein m 
is 0 or R 1 is OCH 3/ F, , 



"N V— CH 3 



N . ) N— C— NK 2 



X is O or NH; and A- ; is absent; 
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22. A DNA-PK inhibitor selected from the 
group consisting of : 

trif luoromethane'sulfonic acid 1 -hydroxy- 9- oxo-9H - 
xanthen-3-yl ester; 

1 -hydroxy- 3 -morpholin-4 -yl -xanthen- 9 -one ; 

1 - hydroxy - 6 - me t hoxy - 3 - t ri f 1 uorome thane sul fonyl xan - 
then- 9 -one ester; 

1 - hydroxy- 6 -methoxy- 3 -morpholin-4 -yl -xanthen - 9 - one ; 
6 - f luoro - 1 - hydroxy - 3 - morphol in - 4 - yl - xanthen - o - one ; 
l-hydroxy-6- (4-methylpiperazin-l-yl) -3 -morpholin-4 - 
yl -xanthen- 9 -one ; 

1 - ( 8 -hydroxy- 6 -morpholin-4 -yl - £ -oxo- 9K- xanthen- 3 - 

yl) -piperidine-4-carboxylic acid, amide; 

trif luoromethanesulfonic acid l-hydroxy-9-oxo-9, 10- 

dihydro-acridin-3-yl ester;' and 

1 -hydroxy-3 -morpholin-4 -yl-lOH-acridin- 9 -one. 

23. A pharmaceutical composition compris- 
ing (a) DNA-PK inhibitor ciaim 1 or claim 11 , and 
(b) a pharmaceutically acceptable carrier or 
diluent. 

24. A pharmaceutical composition compris- 
ing (a) a DNA-PK inhibitor of claim 1 or 11, and (b) 
an antineoplastic agent. . 
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25. The pharmaceutical composition of 
claim 24 , wherein A is morpholinyl, , L is absent, R 1 
and R 2 are hydrogen, and Z .is CH at each, occurrence . 

2 6'. The pharmaceutical composition of * 
claim 24 wherein L is absent, or L is selected from 
the group consisting of -NR d - , and -S-; 

A is absent, or is selected from the gro.up 
consisting of morpholinyl, piperazinyl , thiomorph- 
olinyl, piperidinyl, and tetrahydropyranyl ; 

mis 0 or 1 , or R is selected from the 
group consisting of halo, OR**, OC^alkyleneN (R d ) 2 , 
heterocycloaikyl , substituted heterocycloaikyl; 
0C 1 - 3 alkyleneC(=0)OR d , N (R d ) C^alkyleneN (R d ) 2 , OP(=0)- 
(OR d ) 2 , and CF(=p) (ONa 2 ) ; and 

n is 6, 1, or 2, or R 2 ,is' selected- from the 
group consisting of OH, halo, CH 2 OH, (C=0)NH 2 , NH 2 , 
OCH 3/ NH(C=0)CH 3 , NHCH 3 , N0 2 ,. O <CH 2 ) i. 3 OH, 0.(0=0) het- 
■seroaryl , (C=0) aryl , * O (C=0).aikyl , and OCH 2 (C=0) - 
CH 2 aryl . . 

27. The pharmaceutical composition of 
.claim 24 wherein the antineoplastic agent comprises 
a' chemotherapeutic agent or a radiotherapeutic 
agent. 
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28. The pharmaceutical icomposition of 
claim 2,7 wherein the antineoplastic agent is 
selected from the group consisting of an alkylating 
agent, an antimetabolite, a type I topoisomerase 
inhibitor, an antimitotic 'drug, an antibiotic, an. 
enzyme, 'a biological response modifier, a differ- 
entiation agent, and a radipsensitizer . 
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29. The pharmaceutical composition of 
claim 27 wherein the antineoplastic, agent is se- 
lected from the group consisting of mechlorethamine , 
cyclophosphamide, if osf amide, melphalan, carmustine, 
chlorambucil, lomustine, semustine', thriethylene- • 
melamine , t riethylene thiophosphoramide , *hexafnethyl - 
melamine, busulfan, dacarbazine, methotrexate, tri~ 
metrexate, 5-f luorouracil , f luorodeoxyuridine, 
gemcit-abine, cytosine arabinoside, 5-azacytidine , 
2 , 2 -di f luorodeoxycyt idine , 6-mercaptopurine , 6 - ■ 
thioguanine, azathioprine, 2 1 -deoxycof ormycin, * 
erythrohydroxynonyladenine, fludarabirxe phosphate, 
2-chlorodeoxyadenosine, camptothecin, topotecan, ' 
irinotecan, paclitaxel, vinblastine, vincristine, 
vinorelbine, docetaxel etoposide, teniposide, - 
a.ctinomycin D, daunomycin, doxorubicin, mitoxan-, 
tirone, 'idarubicin, bleomycin, plic-amycin, mitomycin 
C, dactinomycin, L- asparaginase, interf eron-alpha, 
IL-2, G-CSF, GM-CSF, metronidazole, misonidazole, 
desmethylmisonidazole, pimonidazole etanidazole, 
nimorazole, RSU 1069, E09, RB 6145, SR4233, nicotin- 
amide , 5 -bromodeozyuridine , 5 - iododeoxyuridine , 
bromodeoxy cy t i dine , ci spl a t in , carbopl at in , mi t oxan - 
trone, hydroxyurea, N-methylhydrazihe, procarbazine, 
mitotane, aminoglutethimide, prednisone, dexameth- 
asone, hydroxyprogesterone caproate, hydroxypro- 
gesterone acetate, megestrol acetate, diethylstil- 
bestrol ethynyl estradiol, tamoxifen, testosterone 
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propionate, f luoxymesteroney- f lutamide, leuprolide, 
flutamide, tin etioporphyrin, pheoboride-a, bacter- 
iochlorophyll-a, a naphthalocyanine, a phthalo- . 
cyanine, arid a .zinc phthalocyanine . . 

30. A method of inhibiting DNA-PK activ- 
ity comprising the step- of contacting a DNA-PK with 

a DNA-PK inhibitor of claim 1 or 11. 

i ■ • • . 

31. A method of sensitizing a cell type 
to an agent that induces DNA lesions comprising the 
step of contacting the cell type with a compound of 
claim 1 or 11 . 

i 

■ . • .i 

32. The method of claim 31 wherein the 
agent that, induces DNA lesions. is selected from the 
group consisting of radiation, an exogenous chemi- 
cal, a metabolite by-product, and mixtures thereof. 

1 i . " 

" f * ♦ 

33. A method of potentiating a therapeu^- 
tic regimen for treatment of a cancer comprising the 

. step of administering to an individual in .need . 

thereof an effective amount of a DNA-PK inhibitor of 
. claim 1 or 11 . 
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34. The method -of - claim 33 wherein the 
therapeutic regimen for treatment qf cancer is 
selected from the group consisting of chemotherapy, 
radiation therapy, and a combination of chemotherapy, 
and radiation therapy, * 

, 35 . A method of characterizing the .poten- 
cy of a test compound as- an- inhibitor of a DNA-PK , 
polypeptide, said method comprising the steps of: 

a) measuring . an. activity of a DNA-PK 
.polypeptide in the presence of a test compound; 

b) comparing the activity of t the DNA-PK 
polypeptide in the presence of the test compound to 
the activity of the DNA-PK polypeptide in the 
presence of an equivalent amount of a reference 
compound of claim 1 or 11, wherein a lower activity 1 
of t'he DNA-PK polypeptide in the presence of the 
test compound than in the presence of the reference 
compound indicates that the test compound is a more 
potent inhibitor than the reference compound , and a 
higher activity of the DNA-PK polypeptide in the 
presence of the test compound than in the presence 
of the reference compound indicates that the test 
compound is a less potent inhibitor than the 
reference compound. 
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36. A method of- -characterizing the poten- 
cy of a, test compound as an inhibitor of a DNA-PK 
polypeptide, said method comprising the steps of: 

a) determining an amount of a control 
compound of claim 1 or 11 that inhibits an activity 
of a DNA-PK polypeptide by a reference percentage of. 
inhibition, thereby defining a reference inhibitory 
amount for the control compound; 

b) determining an. amount of a. test com- 
pound that inhibits an activity of a DNA-PK polypep- 
tide by a. reference percentage of inhibition, there- 
.by defining a reference inhibitory amount for the 
test compound; 

c) comparing the reference inhibitory 
amount for the test compound to a reference inhibi- 
tory amount determined according to step - (a) for the* 

i , 
control compound, wherein a lower reference inhibi- 
tory amount for the test compound .than for the con- 
. . trol compound indicates* that the test compound is a . 
more potent inhibitor than the control compound, and 
a higher* reference .inhibitory amount for the test 
.compound than for the control compound indicates 
.that the test compound is a. less potent inhibitor, 
than the control compound. 
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37. The method -of- claim 36 wherein the • 
method comprises determining the reference inhibit 
tory amount of the test compound in an in vitro 

•biochemical assay. 

' * 

38. The method of claim 37 wherein the 
methpd comprises determining* the reference inhibi- • 
tory amount of the test compound., in ari in vitro 
cell-based assay. 

39. The method of claim 36 wherein the 
method comprises determining the reference inhibi- 
tory amount of the test compound in an in vivo 
.assay. 

( 40. An article of manufacture comprising: 

• • • 

a) an anticancer compound that induces 
double- strand DNA breakage in cells; and 

b) a package insert describing a coordi- 
nated administration to a patient of said anticancer 
compound and a DNA-PK inhibitor compound of claim 1 
or 11. 

41. The article of manufacture according 
to claim 4 0 wherein said anticancer compound induces 
DNA double strand breaks. 
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42 . The article of manufacture according 
to claim 4 0 wherein the anticancer compound is 
selected from the group consisting of bleomycin and 
etoposide. 

i 

'43. An article of manufacture comprising: 
• • a) a compound selected . from the group 

consisting of a cytokine , a lymphokine, a growth 
factor, arid a hematopoietic factor; and 

b) a package insert describing a coordi- 
nated administration to a patient of said compound 
and a DNA-PK inhibitor compound of claim 1 or 11. 

44. An article of manufacture comprising: 

a) a pharmaceutical composition compris- 
ing a DNA-PK inhibitor of claim 1 or 11 in a pharma-* 
ceutically acceptable carrier; and 

b) a package insert describing a thera- 
p.eutic treatment composing administering the DNA-PK 
inhibitor. 

* *r ■ . * . . . ' « 

45. An article of manufacture comprising: 

a) a pharmaceutical compositicn compris- 
ing a. DNA-PK inhibitor of claim ! or 11 in a. pharma- 
ceutically acceptable carrier; and 

b) a package insert describing a thera- 
peutic treatment comprising administering the DNA-PK 
inhibitor. 



